Docket No. 0508-1105 
Reply to Office Action of December 20, 2004 

Appln. No. 09/845,042 

REMARKS 

At the outset, applicants would like to thank Examiner 
Ewoldt for his time and consideration of the present application 
at the interview of March 6, 2005 with the undersigned attorney. 
At the interview, the issues raised in the outstanding Official 
Action were discussed. 

In the outstanding Official Action, claims 64-70 were 
rejected under 35 USC §112, first paragraph, for allegedly not 
satisfying the enablement requirement. 

In imposing the rejection, the Official Action alleged 
that the specification discloses that only cultures employing 
1,000 IU/ml I FN resulted in functional DCs. However, the 
specification does not disclose that "only" cultures employing 
the above-identified amount of IFN result in functional DCs. 
Indeed, the specification teaches that a concentration range of 
IFN can be used. For example, the Examiner's attention is 
respectfully directed to page 17, line 30, wherein it is stated 
that relevant concentrations shall be greater than 100 IU/ml, 
even if ranges of 500-2,000 IU/ml, 500-1,000 IU/ml and 
particularly a concentration of 1,000 IU/ml are the most 
preferred . 

Moreover, Figure 3 shows a diagram comparing the 
effects of different doses of type I IFN. As a result, 
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applicants believe that the present disclosure is enabling for a 
concentration range of I FN practice the claimed method. 

The Official Action also stated that all cultures set 
forth in the present application employed 500 IU/ml GM-CSF . As a 
result, the Official Action alleged that it was essential that 
GM-CSF be added to the culture. While applicants note that the 
specification does not disclose GM-CSF as essential, in the 
interest of advancing prosecution, the claimed invention has been 
amended to recite that GM-CSF is present in the culture. As a 
result, applicants believe that this objection has been obviated 
by the present amendment. 

Applicants acknowledge that believe that the present 
disclosure states that any concentration of type I I FN greater 
than 100 IU/ml can be used in the present invention. A range of 
400 IU/ml-10, 000 IU/ml is taught in the present specification at 
page 6, lines 5-15. As a result, applicants believe that this 
claim amount of greater than 400 IU/ml is enabled by the present 
disclosure . 

The Official Action has taken a position that it was 
applicant's decision to disclose the use of just a single 
concentration of I FN and a single concentration of GM-CSF. 
Moreover, the Official Action cites to MPEP Statute 2164.03 as 
stating that physiological processes are generally unpredictable. 
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However, as noted above, applicants provide examples 
for more than one concentration of I FN and the claims now recite 
that the cells are cultured in the presence of GM-CSF . 

Moreover, as a matter of law, the Examiner is reminded 
that the examiner has the initial burden to establish a 
reasonable basis to question the enablement provided for the 
claimed invention. In re Wright, 999 F . 2d 1557, 1562, 27 USPQ2d 
1510, 1513 (Fed. Cir . 1993) (examiner must provide a reasonable 
explanation as to why the scope of protection provided 'by a claim 
is not adequately enabled by the disclosure) (See MPEP § 2164). 

While the Official Action notes that the 
specification provides examples that utilize a limited number 
of concentration amounts, applicants respectfully submit that 
the Office Action does not provide any evidence that would 
suggest that the present disclosure is not enabling for the 
claimed amounts and ranges. Indeed, as long as the 
specification discloses at least one method for making and 
using the claimed invention that bears a reasonable 
correlation to the entire scope of the claim, then the 
enablement requirement of 35 U.S.C. 112 is satisfied. In re 
Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). 
Failure to disclose other methods by which the claimed 
invention may be made does not render a claim invalid under 
35 U.S.C. 112. Spectra-Physics, Inc. v. Coherent, Inc., 827 
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F.2d 1524, 1533, 3 USPQ2d 1737, 1743 (Fed. Cir . ) , cert, 
denied, 484 U.S. 954 (1987) (See MPEP § 2164.01(b) ). 

As no evidence is presented as to why the disclosed 
method for making and using the claimed invention does not 
provide a reasonable correlation, applicants respectfully 
request that the rejection be withdrawn. 

Claims 54-70 were rejected under 35 USC §102 (b) as 
allegedly being anticipated by PAQUETTE et al . This rejection is 
respectfully traversed. 

PAQUETTE et al . disclose the culture of peripheral 
blood mononuclear cells (PBMCs) with a combination of GM-CSF and 
IFN in order to obtain dendritic cells, although only a 
particular subtype of IFNck is used. Yet the method of the 
invention differs from that of PAQUETTE et al . in that the method 
of PAQUETTE et al . involves 7 days of culture whereas that of the 
invention involves 3 days of culture. 

PAQUETTE et al . does not contemplate the possibility of 
culturing dendritic cells in as little time as 3 days. Nowhere 
in the PAQUETTE et al . reference is it disclosed or suggested 
that the cells be isolated within 3 days. Indeed, as the 
Examiner is aware, it was generally thought at the time the 
invention was made that full differentiation into dendritic cells 
takes 5 to 7 days, as is true of conventional cells obtained with 
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IL-4 and GM-CSF or of the cells of PAQUETTE et al . Thus, 
PAQUETTE et al . would lead one away from the claimed method . 

Moreover, the product obtained by PAQUETTE et al . is 
distinct from that obtained owing to the method of the invention. 
For instance, CD14 is expressed less in the cells of the 
invention than in the cells of PAQUETTE et al . (36% in Table 1 of 
the present application vs. 56% in Table 1 of PAQUETTE et al . ) . 
As the Examiner is aware, a population of cells that expresses 
less of CD14 is generally considered to be more differentiated 
than a population of cells that expresses more of CD14 . 
Therefore, it can be assumed from these data that the cells of 
PAQUETTE et al . (i.e., dedifferentiate) less differentiated than 
cells of the invention. As a result, applicants do not believe 
that it can be said that PAQUETTE et al . inherently discloses the 
same cell. 

In regards to antigen presentation and the induction of 
an antigen-specific response, PAQUETTE et al . does not show the 
induction of a specific response to primary antigens. In fact, 
the immune response to tetanus toxoid (TT) is considered as a 
secondary response to recall antigens, as the great majority of 
individuals have been immunized against TT at least once in their 
life. 

In contrast, the response to HIV-1 antigens which is 
evidenced in the present invention represents a response to 
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"primary antigens" (donors of the study were previously screened 
for HIV negativity) . These experimental facts unambiguously show 
that the product obtained by PAQUETTE et al . is different from 
the product obtained according to the invention. 

Thus, in view of the above, applicants believe that 

PAQUETTE et al . fail to anticipate or render obvious the claimed 

invention . 

Claims 52-62, 64, and 6 8 were rejected under 3 5 USC 
§112, second paragraph, as allegedly being indefinite for failing 
to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. This rejection is 
respectfully traversed. 

Claims 54 and 69 have been amended as suggested by the 
Examiner. It is believed that these claims have been amended in a 
manner so as to obviate the claimed invention. 

Claim 55 was rejected for reciting the term "any 
synthetic type I IFN" . Applicants respectfully submit that a 
person skilled in the art would understand that this phrase 
includes any synthetic type I IFN produced from recombinant DNA, 
including in particular synthetic consensus IFN (CIFN) whose 
sequence is based on a consensus derived from amino acid 
sequences of human IFN-alpha. As evidence, the Examiner's 
attention is respectfully directed to the article: "The Biology 
of the Interferon System" (E. De Maeyer and H. Schellenkens , pp. 
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119-128. Elsevier, Amsterdam), which discusses the production of 
IFN by synthetic means. In particular, the Examiner's attention 
is directed to the second full paragraph at pg . 102. 

Moreover, applicants believe that the specification 
does adequately address this term. Indeed, the term is explicitly 
recited along with other IFN types that may be utilized in the 
claimed method at page 6, lines 1-10 and pg. 17, lines 35-30. In 
view of the disclosure of IFN types that may be practiced with 
the claimed invention and the knowledge available to one skilled 
in the art, applicants believe that the expression is definite to 
a person skilled in the art. 

The outstanding Official Action also rejected claim 62 for 
reciting the phrase "maturation agent". However, applicant 
submits that a person skilled in the art of ex vivo preparation 
of dendritic cells would know what kind of agent to employ and at 
what concentration levels to administer the maturation agent. 
Indeed, the specification discloses on page 4 that, after 
differentiation of dendritic cells from monocytes "further 
dendritic cell [DENDRITIC CELL] maturation can be driven by the 
addition of TNF-alpha, IL-1, LPS, monocyte-conditioned medium or 
SCD4 0L" . 

Thus, while the term may be broad, applicants believe 
that the term is definite to one skilled in the art. Indeed, 
breadth of a claim is not to be equated with indef initeness . In 
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re Miller, 441 F . 2d 689, 169 USPQ 597 (CCPA 1971). If the scope 
of the subject matter embraced by the claims is clear, and if 
applicants have not otherwise indicated that they intend the 
invention to be of a scope different from that defined in the 
claims, then the claims comply with 3 5 U.S.C. 112, second 
paragraph. 

Claim 64 was allegedly vague and indefinite for 
reciting the term "growth factor". However, the term is 
described at page 5, lines 28-32. Thus, the term growth factor is 
definite to one of ordinary skill in the art. 

In view of the above, applicants believe that the 
claimed invention is definite to one skilled in the art. 

Claims 54-71 were rejected under 35 USC §112, first 
paragraph, for allegedly not satisfying the written description 
requirement. This rejection is respectfully traversed. 

At this time, the Examiner is respectfully reminded that 
explicit support for an amendment to the claims or 
specification is not required. The description need not be in 
ipsis verbis. Martin v. Johnson, 454 F.2d 746, 751, 172 USPQ 
391, 395 (CCPA 1972). Rather, the issue is not whether a 
specific new word or claim was used in the specification as 
filed but whether the concept as expressed by the word or 
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phrase was present In ire Anderson, 471 F.2d 1237, 176 / USPQ 331 
(CCPA 1973). Upon reviewing the specification, applicants 
believe that the concept of each of the phrases that are 
objected as allegedly introducing new matter into the present 
application is plainly supported by the present specification. 

As noted above, present disclosure states that any 
concentration of type I I FN greater than 100 IU/ml can be used in 
the present invention. As the Examiner is aware, 40 0 IU/ml is 
greater than 100 IU/ml. Moreover, a range of 400 IU/ml-10,000 
IU/ml is taught in the present specification at page 6, lines 5- 
15. As a result, applicants believe that the concept of greater 
than 400 IU/ml is supported by the present disclosure. 

The present specification also discusses in numerous 
places the culturing of cells in the absence of IL-4 (e.g., pg . 
19, lines 15-20; and pg . 20, lines 28-32). As a result, 
applicants believe that the concept of culturing cells in the 
absence of IL-4 is plainly presented and fully supported in the 
present disclosure . 

The phrase "which promotes monocyte/dendritic cell 
survival" is explicitly supported on pg. 5, line 32. 

Thus, in view of the above, applicants believe that no 
new matter has been introduced into the present disclosure. 
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Thus, in view of the above, applicants believe that the 
present application is in condition for allowance at the time of 
the next Official Action. Allowance and passage to issue on that 
basis is respectfully requested. 

The Commissioner is hereby authorized in this, 
concurrent, and future replies, to charge payment or credit any 
overpayment to Deposit Account No. 25-0120 for any additional 
fees required under 37 C.F.R. § 1.16 or under 37 C.F.R. § 1.17. 

Respectfully submitted, 

YOUNG & THOMPSON 
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Philip Dubois, Reg. No. 50,696 
745 South 23 rd Street 
Arlington, VA 22202 
Telephone (703) 521-2297 
Telefax (703) 685-0573 
(703) 979-4709 

PD/mjr 

May 20, 2005 
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APPENDIX : 

The Appendix includes the following item: 

De Maeyer et al . , "The Biology of the Interferon System 
1983", Proceedings of the Second International TNQ Meeting on 
the Biology of the Interferon System , held in Rotterdam, The 
Netherlands on 18-22 April 1983, pp. 119-128. 
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Complementary Experiment 



IFN-DCs generation 

Peripheral blood mononuclear cells were obtained from heparinized blood of healthy donors by 

Ficoll density gradient centrifugation (Seromed). Monocytes were isolated by immunomagnetic 
selection (MACS Cell Isolation Kits; Miltenyi Biotec). Positively selected CD14+ monocytes 
(>98% as assessed by flow cytometry) were plated at the concentration of 2 x 10 6 cells/ml in AIM- 
V medium (GJBCO BRL), supplemented with 2% autologous plasma, 1000 U/ml GM-CSF, and 
10,000 U/ml natural IFN-ct (Alfaferone; AlfaWasserman) for 3 days. 

Immunophenotypic Analysis. 

Cells were washed and resuspended in PBS containing 1% human serum and incubated with a 
series of fluorochrome-conjugated mAbs to human antigens for 30 min at 4°C. The following mAbs 
were used for immunofluorescent staining: anti- CD80 (Becton Dickinson), CD40, CD86 (BD 
PharMingen), and CD83 (Immunotech). Cells were analyzed by flow cytometry. Data were 
collected and analyzed by using a FACSortTM (Becton Dickinson) flow cytometer, and analysis 
was performed by CELLQuestTM software (Becton Dickinson). Cells were electronically gated 
according to light scatter properties in order to exclude cell debris and contaminating lymphocytes. 
Fig.l shows the expression of very high levels of co-stimulatory membrane molecules and 
confirmis previous data demonstrating the generation of dendritic cells by 3-day exposure of 
peripheral blood monocytes to 1 0,000 U/ml IFN-a and 1 000 U/ml GM-CSF. 



Fig. 1 
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